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Tn t-H^ claims: 

Please amend claims 39-43 under the provision of 37 C.F.R. 
§1.121 (b) by deleting the bracketed materials and inserting the 
underlined materials as follows: 



--39. 



■-40. 



(Amended) A pharmaceutical composition which comprises 
the CD4-IgG2 chimeri/heterotetramer of claim [36,i37 or] 
38 in an amount effective to inhibit HIV infection of a 
CD4+ cell an<T*~pi4rmaceutically acceptable carrier. 



(Amended) A 
IgG2 chimeric 
a toxin linke 



:ion of matter comprising the CD4- 
£etramer of claim [36, 37 or] 38 and 
hereto . 







--42. 


(Amended) A^dtfag 
chimeric heterofc* 
detectable marke^ 


kosfeic reagent comprising the Clj>4-IgG2 
XfSi^r of claim [36, 37 or] 36| and a 
'linked thereto.-- 



REMARKS 

Claims 30-35 and 38-43 are pending in this application. tty this 
Amendment, claims 39, 40 and 42 have been amended. Therefor^, upon 
entry, claims 30-35 and 38-43 are under examination. 

Claims 39, 40 and 42 are amended to delete the dependency of 
previously cancelled claims 36 and 37. Accordingly, there is no 
issue of new matter and applicants respectfully request th* entry 
of this Amendment. 

The Examiner objected to claims 39-43 as being improperly dependent 
upon cancelled claims 36 and 37. In response, applicants have 
amended claims 39, 40 and 42 so that they are dependent on claim 38 
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rage j 

since claim 41 ie dependent on claim 40 and claim 43 is ***** 
on claim 42- Accordingly, they are now properly dependent <* claxm 

38. 

IViVH^, »eiectloaa 

The Examiner objected to the specification and claims 31-33 39- 
41 under 35 O.8.C. 1112. £i»t paragraph, and reacted claims 3 
andT 9 under 35 U.S.C .101. The Examiner alleged that the purren 
specification provides enablement only of the Paction, of the 
prides of the invention and their use i*^- £ ^ 
alleged that no evidence of in-iyo utility is presented, .nor has 
the applicability of the in vitro test results to the use, of the 
claimed protein in.^ been established. The Examxner asserted 
that there is sufficient reason to doubt that applicants' x.fventxon 
has utility in vivo. The Examiner alleged that the ability to 
"hibt bxndi^an7 infection of CD4 + cells by HIV in culture xs 
insufficient to establish a practical utilxty for app^xcants 
invention as claimed. The Examiner asserted that it is clear from 
the specification as filed as well as the claims themselves that 
applicants intend the invention to be used as a ^peutxc; 
administered to patients as an antiviral. The Examxner stated that 
the skilled artisan would not accept the inhibitory effect; 
cells in vitro as being predictive or correlative of anixnvxyo 
function for applicant's invention. 

The Examiner stated that enablement of the current specification as 
filed is not commensurate in scope with claims to CD4-lg bhxmerxc 
protein linked to toxins of any sort, for reasons cited I xn the 
previous Office Action at the paragraph bridging pages 2.3. The 
Examiner stated that applicants seem to have misread the ^rxgxnal 
objection, as careful examination of such reveals jhat the 
Examxner was making the point that, as now admitted by applicants, 
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toxins are not useful as diagnostic reagents. The Examiner i stated 
that applicants arguments that the claimed toxins are enabled are 
not found persuasive for reasons cited above. 

In response, applicants respectfully traverse the Examiner's 
rejection. 

Applicants draw the Examiner's attention to the Overview of Legal 
Precedent Governing the Utility Requirement issued by the U.$, PTO, 
on December 22, 1994 (hereinafter "Legal Precedent") . In th<Js Legal 
Precedent, the Commissioner states that for therapeutjic or 
pharmacological utility, if applicant's "asserted utility is 
credible , there is no basis for an Examiner to challenge isuch a 
claim on the grounds that it lacks utility." Legal Precedent, page 
2 (emphasis in original) . In determining whether the asserted 
utility is credible, the Examiner "should determine if one of 
ordinary skill in the art would consider the assertions jof the 
applicant to have any reasonable scientific basis . n j Legal 
Precedent, page 4 (emphasis in original) . The evidence provided by 
applicants is to be considered sufficient "if, considered as a 
whole, it leads a person of ordinary skill in the art to conclude 
that the asserted utility is more liX*lY than not true."! Legal 
Precedent, page 6 (emphasis in original). The Legal Precedent 
provide that only where the asserted utility is " ' incredijble in 
view of contemporary knowledge'" (Legal Precedent, page 4) j should 
the Examiner challenge the assertion and then the Examine* must 
provide "evidentiary support" for the rejection. Legal Precedent, 
page 5. 

Applicants maintain that the utility of the claimed invention has 
been sufficiently established and therefore the above grdund of 
rejection is improper. Applicants have asserted a credible Utility 
for the claimed invention and the Examiner has not provided any 



\ 
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evidence' W rebut applicants' assertion. Further applicants have 
grated th .t representative —pi- « the ^ 

have the ahility to >??^T.2£2Z£ 

htv ADDlicants maintain that tne aseeruc^ i 

t"t 5T assertions o £ applicants nave a -reason^e sci^fxc 

TL- a^ that the evidence provided hy applicants !S to he 

considered sufficient since it would lead . "person of ordxnary 

s,m in the art to conclude that the asserted utility is «. 

I ^k^lv t^ *" p«t true." 

Kegarding the miner's stated that 

as filed is not =o— rate in scope wxth claims o^CD 
chimeric protein, linked to toxin of any sort". August 9, 19** 
Office Action, page 4, lines 9-10, applicants disagree. 

Applicants maintain that a person of ordinary skill 
would know how to make such toxin conjugates. In fact, applicants 
have described methods to synthesize such conjugates;, fl» 
Specification, page 23, lines 19-30. Accordingly, in vxew of the 
foregoing. applicants respectfully request the Examiner to 
reconsider and withdraw this ground of objection. 

ytfi actions 

The Examiner rejected claims 30-35 and 38-43 under 35 U.S.C. §103 
as obvious over U.S. Patent Number 5, 116,964 either or taken wxth 



*It is stated in the Guidelines for Examination of AP^^^s 
it in B " ,u . Tj til i tv Requirement issued by tnte PTU on 

for C ° m P^ anC t 9 oi th p 2e 4 tnat "Whenever possible, the ixaminer 
December 22, 1994, page «, euDDorts the factual basis 

must provide documentary wl ^ n V„£ii^?e af, scientific or 

BBS- S^i^rti- 

evidence in this case. 
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patent teachee a.»y f» «- — . invents 
bL fully considered but ■ i. not deemed per.ua.ive The E^uner 
! ! H th,t the cited portion of the patent i» directed to . 
Z ic^i-io; of the ciai-d mention ^» « 

j ->,«, nrior art The Examiner stated thfct upon 
induded to avoid the P„„ ^ 

iZ ^aT^s' and Coi. 30, line. Thue, in 

lines 1-5 ana *o . whole teaches 

the Examiner etated that the Capon patent taken as a 
strongly toward the use of CD4-Ig chimeras for the purpose 
targeting HIV infected cells. 

!„ reepon... applicant, reepectfully tr.ver.. the Exi-ner'a 

rejection* 

n s Patent No. 5,116,9*4 teaches bi-specific antibody approaches 
H' does 6 not teach the applicants' claimed invention wh^ch is a 
mono-specific molecule. The below citations by the Examiner fully 
support the applicants' position: 

-For example. a hybrid ^^fcJi- 
consisting of one TflH-TqQ «^ »»*MlLgP*- 



1-5. 



-A oarticular multichain fusion of this sort 
A partitw x variable region of one 

18 ° ne , ih^ln has been substituted by 

immunoglobulin chain has Deen »^ receDtor 
the lin*™ ? hin ^n g region of a first; receptee 
^,CD4 while the variable region r 
another i m m unoglobulin chain has been 
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normal fashion." Column 5, lines 48 

— ,i„ a hvbrid immunoglobulin 
n For example a jg?*^ and gn e CQ4^ 
consisting of ono T.HW Tqu c 5334. IgG to 

JsBJtai* , C n^%v 8 the virusS such af the 
tissues l ^2f c ^ir vi ^ (HIV) - Because 
human immunoder 1 j :ie ° c y^„"^_ lia i tissue not 

organs such as Peyner s P f CD4 -i g G 

brain, it may be used for ot for the 

aCr °r ^ of H^'^teTde^ntla 61 Similarly, . 

: 

T,H|t-ricxn-or . ™ r ^ iq / " ti " deliver a toxin 
lines 54-66. 

contrary to the Examiner's allegation, every time CD4 is Bt^ed.it 
contrary th second 8peci£i cit y . Accordingly, 

i9 always ***°"*' d ^ patent No . 5 , 116 . S 64 does not 

££Z STi^SL obvious and applicants resell, 
revest the Examiner to reconsider and withdraw this S-und of 



rejection. 



». Examiner r^cte* .ui- 30-3S - 3,-43 «*r « .^.le 11» 

^ Tfe^ce ~— «- lesion o £ the .»ti*e hi„,e ^ - - 

■ 922 plication clear* f^-*^^ of an 

, flfant . reaion, for example at page u in unc r 

S .1. entire constant reaion of , 
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the entire hinge domain as well as the "remaining" (qarboxyl 
terminuB) portion of the molecule. The Examiner stated tjhat the 
'922 publication also clearly teaches the use of IgG2, as cited in 
the previous Office Action. 

The Examiner stated that the advantages of using IgG2 poinjted out 
by applicants in their traversal of the rejection are properties 
which were known to be associated with IgG2 prior to the current 
invention, therefore, the claimed invention merely u^es the 
suggestions of the prior art to make an obvious combination j for its 
known and expected properties. The Examiner stated that applicants 
argument that the cited references do not teach conjugation with a 
toxin are not persuasive in view of the quotation from the previous 
Office Action, above, the reference clearly and directly suggests 
conjugation to a toxin. 

In response, applicants respectfully traverse the Examiner's 
rejection. Applicants maintain that the he terotet ranters; of the 
subject invention would not have been obvious to one of ordinary 
skill in the art over ' 922 and Capon et al , In responding) to the 
applicants' comment that the non- obviousness of the homodimer would 
not be obvious over '922 and Capon et al., the Examiner statjed that 
on page 13 of '922, there is disclosure of the entire Ig qonstant 
region which comprises the entire hinge domain and therefore, '922 
will make the applicants' homodimer obvious. Applicants 
respectfully disagree. The entire Ig constant region includes the 
CHI domain (illustrated on page 1 of '922, the fourth moljecule) . 
This is different from the applicants' homodimer which d|oes not 
contain the CHI domain. Applicants maintain that the enjtire Ig 
constant region would not render the applicants' homodimer which 
does not contain the CHI domain obvious. Accordingly, applicants 
respectfully request the Examiner to reconsider and withdraw this 
ground of rejection. 
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X» sun-nary, for the reason* ^et der ^ withdra w the 

respectfully request that the >-fc forth in the ^ugust 

various grounds tor object xon and ~ ec ^ ^ 

43. 

ia be of assistance in advancing 

If a telephone interview would be undersigned 

attorney xnvites w« 



below 



11() „ ta . undersigned attorney's new 
PXease be advised that ^ ^ ag of October 31. 

address, telephone number, and facsimil 
1994 are as follows: 

SfLenue of the Americas 
New York, ^w York 10036 
Telephone: 212 g^jgj 
Facsimile: (212) ^ ^ 

(212) 391-0630 



i 



i 
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Bfafora th ree-«nonth extension o* time 
No fee, except the *»^J^J^. the Patent Office to 
which the undersigned attorney nece6ga ^ in 

charge to Deposit Account Ho. « Howe ver, i|£ -y 

connection with the ^ ^ 1-tloB is hereby given to charge 
addit ional - ^ r «d. „* ^ ^ Q3 . 3l25 . 

the amount of any 



Respectfully submitted, 

■John P. White^ 
Registration No .28 ,678 
Albert Wai-Kit C nan 
Registration No. 
Forneys for Applicants 

Cooper 4 Dunh ? m ; h ? J Lericas 
1185 Avenue of the Americas. 
Hew York, New York 10036 
(212) 278-0400 



I 



